WO 03/087161 



FIGURE 1 



1/15 



10/5H559 

PCT/EP03/04063 

Rec'dPCT/PTO 15 OCT 2004 



TRRYYLGAVELSW 
GAVELSWDYMQSD 
DYMQSDLGELPVD 
ARFPPRVPKSFPF, 
FPFNTSWYKKTL 
KTLFVEFTDHLFN 
EFTDHLFNIAKPR 
PPWMGLLGPTIQA 
LLGPTIQAEVYDT 
VYDTWITLKNMA 
ITLKNMASHPVSL 
HPVSLHAVGVSYW 
VGVSYWKASEGAE 
AEYDDQTSQREKE 
GSHTYVWQVLKEN 
WQVLKENGPMASD, 
DPLCLTYSYLSHV 
SYLSHVDLVKDLN 

kdlnsgligax.lv 
gligallvcregs 
llvcregslakek 
hkf i ll favfdeg 
llfavfdegkswh 
nslmqdrdaasar 
pkmhtvngyvnrs 
rslpgligchrks 
s vywhv i gmgtt p 
igmgttpevhsif, 
sifleghtflvrn 
tflvrnhrqasle 

QASLEISPITFLT 
SPIT FLT AQTLLM 
TLLMDLGQFLLFC 
GQFLLFCHISSHQ, 
CHISSHQHDGMEA 
AYVKVDSCPEEPQ 
LRMKNNEE AE D YD 
DDLTDSEMDVVRF 
WRFDDDNSPSFI 
SFIQIRSVAKKHP 
TWVHYIAAEEEDW 
WDYAPLVLAPDDR 
VLAPDDRSYKSQY 
QYLNNGPQRIGRK 
KKVRFMAYTDETF, 
FMAYT DET FKTRE 
FKTREAIQHESGI 
SGILGPLLYGEVG 
LLYGE VGDTLLI I 
LLI I FKNQASRPY 
RPYNIYPHGITDV 
HGITDVRPLYSRR 
RRLPKGVKHLKDF 
KDFPILPGEIFKY 
E I FKYKWTVT VE D 
VTVEDGPTKSDPR 



RRYYLGAVELSWD 
VELSWDYMQSDLG 
SDLGELPVDARFP 
PRVPKSFPFNTSV 
TSVVYKKTLFVEF 
TLFVEFTDHLFNI 
DHLFNIAKPRPPW 
PWMGLLG PT I QAE 
PTIQAEVYDTWI 
DTWITLKNMASH 
TLKNMASHPVSLH 
PVSLHAVGVSYWK 
VSYWKASEGAEYD 
QREKEDDKVFPGG 
HTYVWQVLKENGP 
QVLKENGPMASDP 
LCLTYSYLSHVDL 
SHVDLVKDLNSGL 
DLNSGLIGALLVC 
IGALLVCREGSLA, 
GSLAKEKTQTLHK 
KFILLFAVFDEGK 
FAVFDEGKSWHSE 
SLMQDRDAASARA 
HTVNGYVNRSLPG 
PGLIGCHRKSVYW 
VYWHVIGMGTTPE 
GTT PEVHS I FLEG 
I FLEGHT FLVRNH 
FLVRNHRQASLEI 
ASLEISPITFLTA 
ITFLTAQTLLMDL 
LLMDLGQFLLFCH 
QFLLFCHISSHQH 
SSHQHDGMEAYVK 
VKVDSCPEEPQLR 
NEEAEDYDDDLTD 
SEMDWRFDDDNS 
VRFDDDNSPSFIQ 
IQIRSVAKKHPKT 
VHYIAAEEEDWDY 
APLVLAPDDRSYK 
RSYKSQYLNNGPQ 
NGPQRIGRKYKKV 
KVRFMAYTDETFK 
MAYTDETFKTREA 
TREAIQHESGILG 
GILGPLLYGEVGD 
GE VGDTLLI I FKN 
LI I FKNQASRPYN 
YNIYPHGITDVRP 
TDVRPLYSRRLPK 
KGVKHLKDFPILP 
FP I LPGE I FKYKW 
FKYKWTVTVEDGP 
GPTKSDPRCLTRY 



RYYLGAVELSWDY 
LSWDYMQSDLGEL 
GELPVDARFPPRV 
PKSFPFNTSWYK 
S WYKKT L FVE FT 
LFVEFTDHLFNIA 
HLFNIAKPRPPWM 
MGLLGPT IQAEVY 
AEVYDTWITLKN 
TWITLKNMASHP 
KNMASHPVSLHAV 
VSLHAVGVSYWKA 
SYWKASEGAEYDD 
DKVFPGGSHTYVW 
TYVWQVLKENGPM 
KENGPMASDPLCL 
LTYSYLSHVDLVK 
VDLVKDLNSGLIG 
LNSGLIGALLVCR 
GALLVCREGSLAK 
QTLHKFILLFAVF 
FILLFAVFDEGKS 
AVFDEGKSWHSET 
MQDRDAASARAWP 
NGYVNRSLPGLIG 
GLIGCHRKSVYWH 
WHVI GMGTT PEVH 
PEVH S I FLEGHT F 
GHT FL VRNHRQAS 
VRNHRQASLEISP 
LEISPITFLTAQT 
T FLT AQT LLMDLG 
MDLGQ FLLFCH I S 
FLLFCHI S SHQHD 
DGMEAYVKVDSCP 
DSCPEEPQLRMKN 
EDYDDDLTDSEMD 
MDWRFDDDNSPS 
DNSPSFIQIRSVA 
RS VAKKH PKTWVH 
H YI AAEEE DWDYA 
PLVLAPDDRSYKS 
YKSQYLNNGPQRI 
QRIGRKYKKVRFM 
VRFMAYTDETFKT 
YTDETFKTREAIQ 
EAIQHESGILGPL 
GPLLYGEVGDTLL 
DTLLI I FKNQASR 
1 1 FKNQASRPYN I 
NIYPHGITDVRPL 
RPLYSRRLPKGVK 
KHLKDFP ILPGE I 
PILPGEIFKYKWT 
YKWTVTVEDGPTK 
SDPRCLTRYYSSF 



YYLGAVELSWDYM, 
WDYMQSDLGELPV, 
LPVDARFPPRVPK, 
KSFPFNTSWYKK, 
WYKKT LFVE FT D , 
VEFTDHLFNIAKP , 
FNIAKPRPPWMGL, 
GLLGPTIQAEVYD, 
EVYDTWITLKNM, 
WITLKNMASHPV, 
SHPVSLHAVGVSY, 
HAVGVSYWKASEG, 
EGAEYDDQTSQRE, 
KVFPGGSHT YVWQ , 
YVWQVLKENGPMA , 
GPMASDPLCLTYS , 
YSYLSHVDLVKDL, 
DLVKDLNSGLIGA, 
SGLIGALLVCREG , 
ALLVCREGSLAKE , 
TLHKFILLFAVFD , 
ILLFAVFDEGKSW, 
KSWHSETKNSLMQ , 
RAWPKMHTVNGYV, 
GYVNRSLPGLIGC, 
KS VYWHV I GMGTT / 
HVIGMGTT PEVHS , 
HS I FLEGHT FLVR , 
HT FL VRNHRQAS L , 
RQASLEISPITFL, 
I S P I T FLTAQTLL , 
QTLLMDLGQFLLF, 
DLGQFLLFCHISS , 
LLFCHISSHQHDG , 
EAYVKVDSCPEEP, 
PQLRMKNNEEAED, 
DDDLTDSEMDWR, 
DWRFDDDNSPSF, 
PSFIQIRSVAKKH, 
KTWVHYI AAEEE D , 
EDWDYAPLVLAPD, 
LVLAPDDRSYKSQ, 
SQYLNNGPQRIGR , 
RKYKKVR FMAYT D , 
RFMAYTDETFKTR, 
ETFKTREAIQHES, 
QHESGILGPLLYG , 
PLLYGEVGDTLLI , 
TLLI I FKNQASRP , 
SRPYNI YPHGITD , 
PHGITDVRPLYSR , 
PLYSRRLPKGVKH, 
LKDFPILPGEIFK, 
GE I FKYKWT VTVE , 
WTVTVEDGPTKSD, 
RCLTRYYSSFVNM , 



G3 

rn 

>■ 

m 

o 



WO 03/087161 



10/511559 

PCT/EP03/04063 



2/15 



Figure 1 (continued) 



Rec'd PCT/PTO 150CTm 



TRYYSSFVNMERD, 
VNMERDLASGLIG, 
LASGLIGPLLICY, 
PLL I C YKE S VDQR , 
KESVDQRGNQIMS, 
RNVILFSVFDENR, 
LFSVFDENRSWYL , 
SWYLTENIQRFLP, 
RFLPNPAGVQLED, 
QLEDPEFQASNIM, 
HS INGYVFDSLQL , 
YVFDSLQLSVCLH, 
LSVCLHE VAYWYI , 
AYWYILSIGAQTD, 
ILSIGAQTDFLSV, 
DFLSVFFSGYTFK, 
FSG YTFKHKMVYE , 
KMVYEDTLTLFPF, 
TLFPFSGETVFMS , 
TVFMSMENPGLWI, 
GLWILGCHNSDFR, 
CHNSDFRNRGMTA, 
ALLKVSSCDKNTG, 
EDS YEDISAYLLS , 
ISAYLLSKNNAIE, 
SKNNAIEPRSFSQ, 
TTIPENDIEKTDP, 
PWFAHRTPMPKIQ, 
NVSSSDLLMLLRQ, 
LMLLRQS PT PHGL , 
LSLSDLQEAKYET, 
PSPGAIDSNNSLS, 
SEMTHFRPQLHHS , 
GDMVFT PESGLQL , 
LQLRLNEKLGTT A , 
KLGTTAATELKKL, 
KKLDFKVSSTSNN, 
TSNNLISTIPSDN, 
SDNLAAGTDNTSS , 
SSLGPPSMPVHYD, 
VHYDSQLDTTLFG, 
TLFGKKS SPLTE S , 
SEENNDSKLLESG, 
SGLMNSQESSWGK, 
SWGKNVSSTESGR, 
FKGKRAHGPALLT, 
ALLTKDNALFKVS , 
FKVS IS LLKTNKT, 
ISLLKTNKTSNNS , 
NRKTHIDGPSLLI , 
PSLLIENSPSVWQ, 
PSVWQNILESDTE , 
DTEFKKVTPLIHD, 
VTPLIHDRMLMDK, 
HDRMLMDKNATAL, 
DKNATALRLNHMS, 
NHMSNKTTS SKNM , 
KNMEMVQQKKEGP, 
GPIPPDAQNPDMS, 
MSFFKMLFLPESA, 
KMLFLPESARWIQ, 
ARWIQRTHGKNSL, 
PKQLVSLGPEKSV, 
VSLGPEKSVEGQN, 



RYYSS FVNMERDL 

NMERDLASGLIGP 

SGLIGPLLICYKE 

LLICYKESVDQRG 

E S VDQRGNQ I MS D 

NVILFSVFDENRS 

FSVFDENRSWYLT 

WYLTENIQRFLPN 

AGVQLEDPEFQAS 

PE FQASN IMHS IN 

INGYVFDSLQLSV 

VFDSLQLSVCLHE 

VCLHEVAYWYILS 

YWYILS IGAQTDF 

LSIGAQTDFLSVF 

LSVFFSGYTFKHK, 

SGYTFKHKMVYED 

MVYEDTLTLFPFS 

FPFSGETVFMSME 

VFMSMENPGLWIL 

LWILGCHNSDFRN 

SDFRNRGMTALLK 

LKVSSCDKNTGDY 

DSYEDISAYLLSK 

SAYLLSKNNAIEP 

NAIEPRSFSQNSR 

NDIEKTDPWFAHR 

TPMPKIQNVSSSD 

S DLLMLLRQ S PT P 

MLLRQSPTPHGLS 

SDLQEAKYETFSD 

SPGAIDSNNSLSE 

THFRPQLHHSGDM 

DMVFTPESGLQLR 

LRLNEKLGTTAAT 

TAATELKKLDFKV, 

KLDFKVSSTSNNL 

NNLISTIPSDNLA 

DNLAAGTDNTSSL 

PSMPVHYDSQLDT 

HYDSQLDTTLFGK 

SPLTESGGPLSLS 

NDSKLLESGLMNS 

GLMNSQESSWGKN 

KNVSSTESGRLFK 

AHGPALLTKDNAL 

DNALFKVSISLLK 

KVSISLLKTNKTS 

SLLKTNKTSNNSA 

THI DGPSLLIENS 

SLLIENSPSVWQN 

SVWQNILESDTEF 

TEFKKVTPLIHDR 

TPLIHDRMLMDKN 

DRMLMDKNATALR 

NATALRLNHMSNK 

KNATALRLNHMSN 

MEMVQQKKEG PI P 

PDAQNPDMSFFKM 

SFFKMLFLPESAR 

MLFLPESARWIQR 

RWIQRTHGKNSLN 

KQLVSLGPEKSVE 

LGPEKSVEGQNFL 



SSFVNMERDLASG 

RDLASGLIGPLLI 

GLIGPLLICYKES 

I C YKE S VDQRGNQ 

NQ IMS DKRNVI LF 

VILFSVFDENRSW 

SVFDENRSWYLTE 

ENIQRFLPNPAGV 

GVQLEDPE FQASN 

SNIMHSINGYVFD 

NGYVFDSLQLSVC 

DSLQLSVCLHEVA, 

HEVAYWYILSIGA 

WYILSIGAQTDFL 

IGAQTDFLSVFFS 

SVFFSGYTFKHKM 

YTFKHKMVYEDTL 

DTLTLFPFSGETV 

SGETVFMSMENPG 

MSMENPGLWILGC 

WILGCHNSDFRNR 

RGMTALLKVSSCD 

GDYYE DSYEDI S A 

EDISAYLLSKNNA 

AYLLSKNNAIEPR 

RSFSQNSRHPSTR 

TDPWFAHRTPMPK 

PKIQNVSSSDLLM 

DLLMLLRQSPTPH 

HGLSLSDLQEAKY 

AKYETFSDDPSPG 

GAIDSNNSLSEMT 

PQLHH S GDMV FT P 

MVFTPESGLQLRL 

RLNEKLGTTAATE 

TELKKLDFKVS ST 

LDFKVSSTSNNLI 

NLISTIPSDNLAA 

LAAGTDNTSSLGP 

MPVHYDSQLDTTL 

SQLDTTLFGKKSS 

GPLSLSEENNDSK 

SKLLESGLMNSQE 

LMNSQESSWGKNV 

GRLFKGKRAHGPA 

HGPALLTKDNALF 

NALFKVSISLLKT 

V S I S LLKTNKT SN 

LLKTNKT SNN SAT 

DGPSLLIENSPSV 

LLIENSPSVWQNI 

QNILESDTEFKKV 

FKKVTPLIHDRML 

PL I HDRMLMDKNA 

RMLMDKNATALRL 

TALRLNHMSNKTT 

ALRLNHMSNKTTS 

EMVQQKKEGPIPP 

NPDMSFFKMLFLP 

FFKMLFLPESARW 

LFLPES ARWIQRT 

IQRTHGKNSLNSG 

QLVSLGPEKSVEG 

GPEKSVEGQNFLS 



S FVNMERDLASGL , 

DLASGLIGPLLIC, 

GPLLICYKESVDQ, 

CYKES VDQRGNQ I , 

QIMSDKRNVILFS, 

I LFSVFDENRSWY , 

RSWYLTENIQRFL, 

QRFLPNPAGVQLE , 

VQLEDPEFQASNI, 

NIMHSINGYVFDS, 

GYVFDSLQLSVCL, 

LQLSVCLKEVAYW, 

VAYWYILSIGAQT/ 

YILSIGAQTDFLS, 

TDFLSVFFSGYTF, 

VFFSG YT FKHKMV , 

HKMVYEDTLTLFP, 

LTLFPFSGETVFM , 

ETVFMSMENPGLW, 

PGLWILGCHNSDF f 

GCHNSDFRNRGMT, 

TALLKVSSCDKNT, 

DYYE DSYEDI SAY, 

DISAYLLSKNNAI , 

YLLSKNNAIEPRS , 

KQFNATTIPENDI , 

DPWFAHRTPMPKI, 

QNVSSSDLLMLLR, 

LLMLLRQS PT PHG , 

GLSLSDLQEAKYE, 

ETFSDDPSFGAID, 

NSLSEMTHFRPQL, 

HSGDMVFTPESGL, 

SGLQLRLNEKLGT, 

EKLGTTAATELKK, 

ELKKLDFKVSSTS, 

FKVSSTSNNLIST, 

STIPSDNLAAGTD, 

DNTSSLGPPSMPV, 

PVHYDSQLDTTLF, 

TTLFGKKS SPLTE, 

LSLSEENNDSKLL, 

KLLESGLMNSQES, 

SSWGKNVSSTESG, 

RLFKGKRAHGPAL, 

PALLTKDNALFKV, 

ALFKVS I S LLKTN , 

S I S LLKTNKTSNN , 

KTSNNSATNRKTH, 

GPSLLIENSPSVW, 

IENSPSVWQNILE, 

NILESDTEFKKVT , 

KKVTPLIHDRMLM, 

IHDRMLMDKNATA, 

MLMDKNAT ALRLN , . 

LRLNHMSNKTTSS, 

SKNMEMVQQKKEG, 

EGPIPPDAQNPDM, 

PDMSFFKMLFLPE, 

FKMLFLPESARWI, 

SARWIQRTHGKNS, 

NSLNSGQGPSPKQ, 

LVSLGPEKSVEGQ, 

KSVEGQNFLSEKN, 



WO 03/087161 

3/15 



Figure 1 (continued) 

SVEGQNFLSEKNK, GQNFLSEKNKWV, 
N KVWGKGE FTKD , KVWGKGE FTKDV , 
GEFTKDVGLKEMV, KDVGLKEMVFPSS , 
LKEMVFP S SRNLF , KEMVFPSSRNLFL, 
SSRNLFLTNLDNL, SRNLFLTNLDNLH, 
LFLTNLDNLHENN , LTNLDNLHENNTH , 
LDNLHENNTHNQE , DNLHENNTHNQEK , 
QEEIEKKETLIQE, EEIEKKETLIQEN, 
ETLIQENWLPQI , TLIQENWLPQIH, 
NWLPQIHTVTGT, WLPQIHTVTGTK , 
IHTVTGTKNFMKN, HTVTGTKN FMKNL , 
FMKNLFLLSTRQN , MKNLFLLSTRQNV, 
LFLLSTRQNVEGS , FLLSTRQNVEGSY , 
EGSYDGAYAPVLQ, GSYDGAYAPVLQD, 
Y APVLQD FRS LN D / APVLQDFRSLNDS , 
QDFRSLNDSTNRT , DFRSLNDSTNRTK, 
AHFSKKGEEENLE , EENLEGLGNQTKQ , 
EGLGNQTKQIVEK, LGNQTKQIVEKYA, 
EKYACTTRI S PNT , TTRIS PNT SQQN F , 
T SQQN FVTQRSKR , QQNFVTQRSKRAL , 
QRSKRALKQFRLP , RALKQFRLPLEET , 
FRLPLEETELEKR, LPLEETELEKRII , 
TELEKRI IVDDTS , EKRI I VDDTSTQW , 
I IVDDT STQWSKN , VDDT STQWSKNMK , 
KNMKHLTPSTLTQ, KHLTPSTLTQIDY, 
LTQI DYNEKEKGA, TQIDYNEKEKGAI , 
EKEKGAITQS PLS , GAITQS PLS DCLT , 
DCLTRSHS I PQAN , SHS I PQANRS PLP , 
SPLPIAKVSSFPS, PLPIAKVSSFPSI, 
AKVSSFPSIRPIY, VSSFPSIRPIYLT, 
PSIRPIYLTRVLF, SIRPIYLTRVLFQ, 
I YLTRVLFQDNSS , LTRVLFQDNS SHL , 
VLFQDNSSHLPAA, QDNSSHLPAASYR, 
SHLPAASYRKKDS , AAS YRKKDSGVQE , 
KDSGVQESSHFLQ, DSGVQESSHFLQG, 
SHFLQGAKKNNLS, HFLQGAKKNNLSL , 
LS LAI LTLEMTGD , LAI LT LEMTGDQR , 
TLEMTGDQREVGS , LEMTGDQREVGSL , 
RE VG S LGT S ATN S , VGSLGTS ATN SVT , 
NS VTYKKVENTVL , S VTYKKVENTVLP , 
NTVLPKPDLPKTS , PDLPKTSGKVELL, 
VELLPKVHIYQKD, ELLPKVHIYQKDL, 
VHIYQKDLFPTET, HIYQKDLFPTETS , 
PGHLDLVEGSLLQ, GHLDLVEGSLLQG, 
VEGSLLQGTEGAI, EGSLLQGTEGAIK, 
GAIKWNEANRPGK, AIKWNEANRPGKV, 
GKVPFLRVATESS, KVPFLRVATE S S A , 
FLRVATESSAKTP, LRVATES SAKTPS , 
KLLDPLAWDNHYG, LLDPLAWDNHYGT , 
PLAWDNHYGTQI P , LAWDNHYGTQIPK, 
GTQI PKEEWKSQE , TQIPKEEWKSQEK, 
KSQEKSPEKTAFK , SQEKS PEKT AFKK , 
KS PEKT AFKKKDT , S PEKT AFKKKDT I , 
AFKKKDT I LSLNA, DTILSLNACESNH, 
LSLNACESNHAIA, HAI AAINEGQNKP , 
AAINEGQNKPEIE, GQNKPEIEVTWAK, 
QNKPE IE VTWAKQ , PE I E VT W AKQGRT , 
EVT WAKQGRTERL , VTWAKQGRTERLC , 
NPPVLKRHQREIT , PPVLKRHQREITR, 
KRHQREITRTTLQ , REITRTTLQSDQE, 
EE I DYDDT I SVEM , E I DYDDT I SVEMK , 
TISVEMKKEDFDI , ISVEMKKEDFDIY, 
EDFDI YDEDENQS , DFDI YDEDENQS P , 



10/511559 

PCT/EP03/04063 

ReG'd PCT/PTO 15 OCT 2004 



QN FLSEKNKWVG , N FLSEKNKVWGK , 
VWGKGE FT KD VG , KGE FTKDVGLKEM , 
VGLKEMVFPSSRN , GLKEMVFPSSRNL, 
EMVFPSSRNLFLT , MVFPSSRNLFLTN, 
RNLFLTNLDNLHE , NLFLTNLDNLHEN, 
TNLDNLHENNTHN , NLDNLHENNTHNQ, 
EKKIQEEIEKKET, KKIQEEIEKKETL, 
IEKKETLIQENW, KKETLIQENWLP , 
IQENWLPQIHTV, ENWLPQIHTVTG, 
LPQI HTVTGTKN F , PQI HTVTGTKN FM , 
KNFMKNLFLLSTR, NFMKNLFLLSTRQ, 
KNLFLLSTRQNVE , NLFLLSTRQNVEG, 
RQNVEGSYDGAYA, QNVEGSYDGAYAP, 
DGAYAPVLQDFRS , GAYAPVLQDFRSL, 
PVLQDFRSLNDST , LQDFRSLNDSTNR, 
FRS LN DSTNRTKK , RSLNDSTNRTKKH, 
ENLEGLGNQTKQI , LEGLGNQTKQI VE , 
KQIVEKYACTTRI , QIVEKYACTTRIS , 
TRI S PNT SQQN FV, NTSQQNFVTQRSK, 
QNFVTQRSKRALK , NFVTQRSKRALKQ, 
KQFRLPLEETELE , QFRLPLEETELEK, 
PLEETELEKRI IV , LEETELEKRI I VD , 
KRI IVDDT STQWS , RI IVDDTSTQWSK/ 
TQWSKNMKHLTPS , SKNMKHLT PSTLT , 
P STLTQI DYNEKE , STLTQI DYNEKEK , 
QI DYNEKEKGAIT , I D YNEKEKGAITQ , 
S PLS DCLTRSHS I , S DCLTRSHS I PQA , 
HSIPQANRSPLPI, RSPLPIAKVSSFP, 
LPIAKVSSFPSIR, IAKVSSFPSIRPI, 
SSFPSIRPIYLTR, FPSIRPIYLTRVL, 
RPI YLTRVLFQDN , P I YLTRVL FQ DN S , 
TRVLFQDNSSHLP, RVLFQDNSSHLPA, 
NSSHLPAASYRKK, SSHLPAASYRKKD, 
ASYRKKDSGVQES # KKDSGVQESSHFL , 
SGVQESSHFLQGA, VQE S S HFLQGAKK , 
NNLSLAILTLEMT , NLSLAILTLEMTG, 
AILTLEMTGDQRE , LTLEMTGDQREVG , 
TGDQREVGSLGTS , QREVGSLGTS ATN , 
G S LGT S ATN S VT Y , KNNLSLAILTLEM, 
VT YKKVENTVLPK , KKVENTVLPKPDL , 
SGKVELLPKVHIY , GKVELLPKVHIYQ, 
LPKVHIYQKDLFP , PKVH I YQK DL FPT r 
KDLFPTETSNGSP, DLFPTETSNGSPG, 
LDLVEGSLLQGTE, DLVEGSLLQGTEG , 
GSLLQGTEGAIKW , SLLQGTEGAIKWN , 
IKWNEANRPGKVP , RPGKVPFLRVATE, 
V P FLRVATE S S AK , PFLRVATESSAKT , 
VATES S AKT PSKL , SKLLD PLAWDNHY , 
LDPLAWDNHYGTQ, DPLAWDNHYGTQI , 
DNHYGTQI PKEEW , NHYGTQI PKEEWK , 
KEEWKSQEKS PEK , EE WKSQEKS PEKT , 
KTAFKKKDT I LS L , QEKS PEKT AFKKK , 
KT AFKKKDT I L S L , TAFKKKDT ILSLN , 
TILSLNACESNHA, ILSLNACESNHAI , 
AIAAINEGQNKPE , IAAINEGQNKPEI , 
QNK PE I E VTWAKQ , GQNKPE I EVT W AK , 
EIEVTWAKQGRTE , IEVTWAKQGRTER , 
TERLCSQNPPVLK, ERLCSQNPPVLKR, 
PVLKRHQREITRT , LKRHQREITRTTL , 
TTLQS DQEE I D YD , QEE I DYDDT I S VE , 
I DYDDT I SVEMKK , DT I S VEMKKE DFD , 
SVEMKKEDFDIYD, VEMKKEDFDIYDE, 
FDI YDEDENQS PR/ DIYDEDENQSPRS , 



10/511559 



WO 03/087161 



PCT/EP03/04063 



4/15 



Rec'd PGT/PTO 15 OCT ZOO* 



Figure 1 (continued) 



YDEDENQSPRSFQ, 

RHYFIAAVERLWD, 

AAVERLWDYGMSS, 

WDYGMSSSPHVLR, 

PHVLRNRAQSGSV, 

GSVPQFKKWFQE , 

KKWFQEFTDGSF, 

QEFTDGSFTQPLY, 

GELNEHLGLLGPY , 

LGLLGPYIRAEVE , 

PYIRAEVEDNIMV, 

EDNIMVTFRNQAS, 

MVTFRNQASRPYS, 

RPYSFYSSLISYE, 

SSLISYEEDQRQG, 

KNFVKPNETKTYF, 

YFWKVQHHMAPTK, 

DE FDCKAWAY FS D , 

SDVDLEKDVHSGL, 

KDVHSGLIGPLLV, 

GLIGPLLVCHTNT, 

LLVCHTNTLN PAH , 

VTVQE FALFFT I F , 

ALFFT I FDETKSW , 

KSWYFTENMERNC , 

ENMERNCRAPCNI, 

PTFKENYRFHAIN , 

HAINGYIMDTLPG/ 

YIMDTLPGLVMAQ, 

GLVMAQDQRIRWY, 

IRWYLLSMGSNEN, 

LSMGSNENIHSIH, 

IHFSGHVFTVRKK, 

FTVRKKEE YKMAL , 

YKMAL YNLYPGVF, 

NLY PG V FET VEML , 

ETVEMLPSKAGIW, 

AGIWRVECLIGEH, 

CLIGEHLHAGMST , 

STLFLVYSNKCQT, 

LVY SNKCQT PLGM , 

LGMASGHIRDFQI, 

RDFQITASGQYGQ, 

AGMSTLFLVYSNK, 

FLVYSNKCQT PLG , 

TPLGMASGHIRDF, 

IRDFQITASGQYG, 

SGQYGQWAPKLAR , 

PKLARLHYSGSIN, 

NAWSTKEPFSWIK, 

WIKVDLLAPMIIH, 

LLAPMIIHGIKTQ, 

HGIKTQGARQKFS , 

QKFSSLYISQFII, 

LYISQFIIMYSLD, 

FI IMYS LDGKKWQ , 

KKWQT YRGN STGT , 

LMVFFGNVDSSGI, 

GNVDSSGIKHNIF, 

IKHNIFNPPIIAR, 

NPPIIARYIRLHP, 

RYIRLHPTHYSIR f 

STLRMELMGCDLN, 

ELMGCDLNSCSMP, 



PRSFQKKTRHYFI , 

HYFIAAVERLWDY, 

ERLWDYGMSSSPH, 

YGMSSSPHVLRNR, 

HVLRNRAQSGSVP, 

VPQFKKWFQE FT , 

KWFQEFTDGSFT, 

GSFTQPLYRGELN, 

LNEHLGLLGPYIR, 

GLLGPYIRAEVED, 

YIRAEVEDNIMVT, 

DNIMVTFRNQASR, 

VTFRNQASRPYSF, 

YSFYSSLISYEED, 

SLISYEEDQRQGA, 

NFVKPNETKTYFW, 

WKVQHHMAPTKDE, 

KAWAYFSDVDLEK, 

DVDLEKDVHSGLI , 

DVHSGLIGPLLVC, 

IGPLLVCHTNTLN , 

NTLN PAHGRQVTV , 

TVQE FALFFT I FD $ 

LFFT I FDETKSWY , 

S WYFTENMERNCR , 

PCNIQMEDPTFKE, 

ENYRFHAINGYIM , 

AINGYIMDTLPGL, 

DTLPGLVMAQDQR, 

LVMAQDQRIRWYL, 

RWYLLSMGSNENI , 

GSNEN IHSIHFSG , 

HFSGHVFTVRKKE, 

VRKKEE YKMAL YN, 

MALYNLYPGVFET, 

PGVFETVEMLPSK, 

VEMLPSKAGIWRV, 

GIWRVECLIGEHL, 

EHLHAGMSTLFLV, 

TLFLVYSNKCQTP, 

YSNKCQTPLGMAS, 

SGHIRDFQITASG, 

FQITASGQYGQWA, 

STLFLVYSNKCQT , 

LVY SNKCQT P LGM , 

LGMASGHIRDFQI , 

RDFQITASGQYGQ, 

GQYGQWAPKLARL , 

ARLHYSGSINAWS , 

E P FS W I KVDLLAP , 

IKVDLLAPMIIHG, 

APMI IHGIKTQGA, 

GIKTQGARQKFSS , 

FSSLYISQFIIMY, 

YISQFIIMYSLDG, 

IIMYSLDGKKWQT, 

QTYRGNSTGTLMV, 

MVFFGNVDSSGIK, 

VDSSGIKHNIFNP, 

KHNIFNPPIIARY, 

PPI I ARYIRLHPT , 

IRLHPTHYSIRST, 

TLRMELMGCDLNS, 

LMGCDLNSCSMPL, 



RSFQKKTRHYFIA, 

YFIAAVERLWDYG, 

RLWDYGMSSSPHV, 

MS S S PHVLRNRAQ , 

RAQSGSVPQFKKV, 

PQ FKKWFQE FT D , 

WFQEFTDGSFTQ, 

QPLYRGELNEHLG , 

NEHLGLLGPYIRA, 

LGPYIRAEVEDNI, 

RAEVE DN I MVT FR , 

N IMVT FRNQASRP , 

ASRPYSFYSSLIS, 

SFYSSLISYEEDQ, 

LISYEEDQRQGAE, 

KT YFWKVQHHMAP , 

HHMAPTKDEFDCK, 

WAYFS DVDLEKDV , 

VDLEKDVHSGLIG, 

VHSGLIGPLLVCH, 

GPLLVCHTNTLNP , 

AHGRQVT VQE FAL , 

QEFALFFTIFDET, 

FTIFDETKSWYFT, 

WYFTENMERNCRA, 

CNIQMEDPTFKEN , 

NYRFHAINGYIMD, 

NGYIMDTLPGLVM , 

TLPGLVMAQDQRI , 

MAQDQRIRWYLLS , 

WYLLSMGSNENIH, 

ENIHSIHFSGHVF, 

GHVFT VRKKEE YK / 

KEE YKMAL YNLYP , 

ALYNLYPGVFETV, 

GVFETVEMLPSKA, 

EMLPSKAGIWRVE, 

WRVECLIGEHLHA, 

HLHAGMSTLFLVY , 

LFLVYSNKCQTPL, 

QTPLGMASGHIRD, 

GHIRDFQITASGQ , 

EHLHAGMSTLFLV , 

TLFLVYSNKCQTP, 

YSNKCQTPLGMAS , 

SGHIRDFQITASG , 

FQITASGQYGQWA, 

GQWAPKLARLHYS , 

LHYSGS INAWSTK , 

FSWIKVDLLAPMI , 

VDLLAPMIIHGIK, 

PMIIHGIKTQGAR, 

IKTQGARQKFS SL , 

SSLYISQFIIMYS, 

SQFIIMYSLDGKK, 

IMYSLDGKKWQTY , 

GTLMVFFGNVDSS , 

VFFGNVDSSGIKH, 

SGIKHNIFNPPII, 

HNIFNPPIIARYI , 

PIIARYIRLHPTH, 

THYSIRSTLRMEL , 

LRMELMGCDLNSC, 

CDLNSCSMPLGME, 



TRHYFIAAVERLW, 

IAAVERLWDYGMS, 

LWDYGMSSSPHVL, 

S S S PHVLRNRAQS , 

QSGSVPQFKKWF, 

FKKWFQE FT DGS , 

VFQEFTDGSFTQP, 

PLYRGELNEHLGL, 

EHLGLLGPYIRAE , 

GPYIRAEVEDNIM, 

AEVE DNIMVTFRN, 

IMVT FRNQASRPY , 

SRPYSFYSSLISY, 

YSSLISYEEDQRQ, 

ISYEEDQRQGAEP, 

TYFWKVQHHMAPT, 

TKDEFDCKAWAYF, 

AYFSDVDLEKDVH , 

LEKDVHSGLIGPL , 

SGLIGPLLVCHTN, 

PLLVCHTNTLNPA, 

RQVT VQE FALFFT , 

FALFFT I FDETKS, 

T I FDETKS WYFTE , 

FTENMERNCRAPC , 

IQMEDPTFKENYR, 

YRFHAINGYIMDT , 

GYIMDTLPGLVMA, 

PGLVMAQDQRIRW , 

QRIRWYLLSMGSN, 

YLLSMGSNENIHS , 

H S I H FSGH VFT VR , 

HVFT VRKKEE YKM , 

EEYKMALYNLYPG, 

YNL YPGVFETVEM / 

FETVEMLPSKAGI , 

MLPSKAGIWRVEC, 

ECLIGEHLHAGMS , 

AGMSTLFLVYSNK, 

FLVY SNKCQT PLG , 

TPLGMASGHIRDF, 

IRDFQITASGQYG, 

HLHAGMSTLFLVY, 

LFLVYSNKCQTPL, 

QTPLGMASGHIRD, 

GHIRDFQITASGQ, 

TASGQYGQWAPKL , 

QWAPKLARLHYSG, 

GSINAWSTKEPFS, 

SWIKVDLLAPMII, 

DLLAPMIIHGIKT, 

MIIHGIKTQGARQ, 

GARQKFSSLYISQ, 

SLYISQFIIMYSL, 

QFIIMYSLDGKKW, 

Y S LDGKKWQT YRG , 

TLMVFFGNVDSSG, 

FFGNVDSSGIKHN , 

GIKHNIFNPPIIA, 

NIFNPPIIARYIR, 

ARYIRLHPTHYSI, 

YSIRSTLRMELMG, 

MELMGCDLNSCSM, 

CSMPLGMESKAIS , 



WO 03/087161 



5/15 



Figure 1 (continued) 



10/511559 

PCT/EP03/04063 

Rec'd PCT/PTO 15 OCT 2004 



SMPLGMESKAISD, 
SKAISDAQITASS, 
AQITASSYFTNMF, 
TNM FATW S PS KAR , 
PSKARLHLQGRSN , 
NAWRPQVNNPKEW, 
EWLQVDFQKTMKV, 
MKVTGVTTQGVKS , 
GVKSLLTSMYVKE, 
TSMYVKEFLISSS, 
KE FL I S S 5QDGHQ , 
SQDGHQWTLFFQN, 
TLFFQNGKVKVFQ, 
VKVFQGNQDSFTP, 
PWNSLDPPLLTR, 
PLLTRYLRIHPQS , 
HPQSWVHQIALRM, 
HQI ALRMEVLGCE , 



MPLGMESKAISDA, 
KAISDAQITASSY, 
TASSYFTNMFATW, 
NMFATWSPSKARL, 
ARLHLQGRSNAWR, 
PQVNNPKEWLQVD , 
LQVDFQKTMKVTG, 
TGVTTQGVKSLLT , 
KSLLTSMYVKEFL, 
SMYVKEFLISSSQ, 
EFLISSSQDGHQW, 
GHQWTLFFQNGKV , 
L FFQNGKVKV FQG , 
KVFQGNQDSFTPV, 
NSLDPPLLTRYLR, 
TRYLRIHPQSWVH , 
QSWVHQIALRMEV, 
I ALRMEVLGCE AQ, 



LGME SKA I S DAQ I , 
AISDAQITASSYF, 
SSYFTNMFATWSP, 
FATWSPSKARLHL, 
LHLQGRSNAWRPQ, 
NNPKEWLQVDFQK, 
VDFQKTMKVTGVT, 
VTTQGVKSLLTSM/ 
SLLTSMYVKEFLI, 
MYVKEFLISSSQD, 
FLISSSQDGHQWT, 
HQWTLFFQNGKVK, 
NGKVKVFQGNQDS , 
DSFTPWNSLDPP, 
SLDPPLLTRYLRI , 
RYLRI HPQSWVHQ , 
S WVHQI ALRME VL , 
LRMEVLGCE AQDL , 



GMESKAISDAQIT, 
DAQITASSYFTNM, 
SYFTNMFATWSPS, 
ATWSPSKARLHLQ, 
QGRSNAWRPQVNN, 
KEWLQ V D FQKTMK , 
KTMKVTGVTTQGV, 
QGVKSLLTSMYVK, 
LTSMYVKEFLISS, 
YVKEFLISSSQDG, 
I S S SQDGHQWTL F , 
WTLFFQNGKVKVF, 
GKVKVFQGNQDSF, 
TPWNSLDPPLLT, 
PPLLTRYLRIHPQ, 
LRIHPQSWVHQIA, 
WVHQIALRMEVLG, 



WO 03/087161 PCT/EP03/04063 

6/15 



10/511559 

CI 

Recti PCT/pto 



15 OCT 2004 




10/511559 



WO 03/087161 



PCT/EP03/04063 



7/15 



Rec'dPCT/PTO 150CT 



2004 



1 i 

CD SB 



E 



i 



o 



CM 



CO 
CM 



3 



K) (O Ifl <N Ifl lO 
CO CM* O 



1 I 

to 




1 1 



to 

s 
s 



g 



to CO 

CO 



to 

CM 



CM «0 




WO 03/087161 



10/51155? 

PCT/EP03/04063 



8/15 



Rec'dPCT/FTo 150CT 



2004 




m 

o 
o 

Q) 

'■§. 

o 



1 1 

IS) ■ 




» 



to m *r 



m to m cm tn 

CO CM W 

xapui uoDeinuios 



WO 03/087161 PCT/EP03/04063 

9/15 



10/511559 

PCT/EP03/04063 

Rec'd PCT/PTO 1 5 OCT 2004 



10/511559 

WO 03/087161 PCT/EP03/04063 

10/15 

Ree'd PCT/PTO 15 OCT 2004 




WO 03/087161 



11/15 



ID/511559 

PCT/EP03/04063 

Rec'd PCT/PTO 15 OCT 2004 




tO/511559 



WO 03/087161 PCT/EP03/04063 

12/15 



Rec'd PCT/PTO 15 OCT 2004 




WO 03/087161 



13/15 



10/511559 

PCT/EP03/04063 

Rec^ PCT7PT0 15 OCT 2004 



CO to 

CM CM CO 

t_ t_ u. 

o o o o 

c c c c 

o o o o 

Q Q Q Q 

d ■ □ □ 




o 
■o 

Q. 
O 



in co cm o 

xapu| uogeiniups 















o 


o 


vO 








5r 


CD 






CD 


CD 


DC 






CE 




O 






Q 

CO 


a 

CO* 


co" 
CD 


5 


<D 


CO 


GO 


a: 


a 


a 


OC 


q: 


a 


oo" 
o 

* 


Allot) 


LJ 


L-J 




co" 




* 


£ 


o 


* 


* 


m 




X 


GO 


CD 


o: 


Q 




cr 


0d 


a 


s 

* 




LJ 


i— j 


co" 






CO 


P 






P 


P 




CO 




CQ 


5 


RB 


DR 




en 


a: 


Q 






Q 


a 


























o 


CO 






in 


c 
o 


CM 


CM 


CM 


CO 


Q 











B 

CO 

E 
co 



CO 
Q. 

Q> 



CD 



a> 

Ql 
| 

o 

>> 



X 
—I 



WO 03/087161 

FIGURE 9 

A) Factor VIII WT (Peptide 7) 



D 

G 



14/15 



10/511559 

i 

PCT/EP03/04063 

Rec'd PCT/PTO 15 OCT 2004 



L L L L L 



■ 



i 



« 

Is 




O 
P 



































L L 



HHH 



L L L L 



- L 



B) Factor VmV 8 23A 



™ ■ — 
o I = 

P IP 



P I P 



P 

JL 

G 




D 

n 

hi 



High affinity MHCIigand; score > 1.000.000 

Medium affinitiy MHC ligand; score 750.001 - 1 .000.000 

Low affinity MHC ligand; score 500,000 - 750.000 



10/511559 

WO 03/087161 PCT/EP03/04063 

15/15 

FIGURE 10 Rec'd PCT/FTO 1 5 OCT 2004 



1 25 50 75 

ATRRYYLGAVELSWDYMQSDLGELPVDARFPPRVPKSFPFNTSWYKKTLFVEFTDHLFNIAKPRPPWMGLLGPT 

100 125 150 

IQAEVYDTWITLKNMASHPVSLHAVGVSYWKASEGAEYDDQTSQREKEDDKVFPGGSHTYVWQVLKENGPMASD 

175 200 225 

PLCLTYSYLSHVDLVKDLNSGLIGALLVCREGSLAKEKTQTLHKFILLFAVFDEGKSWHSETKNSLMQDRDAASA 

250 275 300 

ElAWPKMHTVNGYVNRSLPGLIGCHEUCSVYWHVIGMGTTPEVHSIFLEGHTFLVRNHRQASLEISPITFLTAQTLL 

325 350 375 

MDLGQFLLFCHISSHQHDGMEAYVKVDSCPEEPQLRMKNNEEAEDYDDDLTDSEMDWRFDDDNSPSFIQIRSVA 

400 425 450 

KKHPKTWVHYIAAEEEDWDYAPLVLAPDDRSYKSQYLNNGPQRIGRKYKKVRFMAYTDETFKTREAIQHESGILG 

475 500 525 

PLLYGEVGDTLLIIFKNQASRPYNIYPHGITDVRPLYSRRLPKGVKHLKDFPILPGEIFKYKWTVTVEDGPTKSD 

550 575 600 

PRCLTRYYSSFVNMERDLASGLIGPLLICYKESVDQRGNQIMSDKRNVILFSVFDENRSWYLTENIQRFLPNPAG 

625 650 675 

VQLEDPEFQASNIMHSINGYVFDSLQLSVCLHEVAYWYILSIGAQTDFLSVFFSGYTFKHKMVYEDTLTLFPFSG 

700 725 750 

ETVFMSMENPGLWILGCHNSDFRNRGMTALLKVSSCDKNTGDYYEDSYEDISAYLLSKNNAIEPRSFSQNPPVLK 

775 800 825 

RHQREITRTTLQSDQEEIDYDDTISVEMKKEDFDIYDEDENQSPRSFQKKTRHYFIAAVERLWDYGMSSSPHVLR 

850 875 900 

NRAQSGSVPQFKKWFQEFTDGSFTQPLYRGELNEHLGLLGPYIRAEVEDNIMVTFRNQASRPYSFYSSLISYEE 

925 950 975 

* DQRQGAEPRKNFVKPNETKTYFWKVQHHMAPTKDEFDCKAWAYFSDVDLEKDVHSGLIGPLLVCHTNTLNPAHGR 

1000 1025 1050 

QVTVQEFALFFTIFDETKSWYFTENMERNCRAPCNIQMEDPTFKENYRFHAINGYIMDTLPGLVMAQDQRIRWYL 

1075 1100 1125 

LSMGSNENIHSIHFSGHVFTVRKKEEYKMALYNLYPGVFETVEMLPSKAGIWRVECLIGEHLHAGMSTLFLVYSN 

1150 1175 1200 

KCQTPLGMASGHIRDFQITASGQYGQWAPKLARLHYSGSINAWSTKEPFSWIKVDLLAPMIIHGIKTQGARQKFS 

1225 1250 1275 

SLYISQFIIMYSLDGKKWQTYRGNSTGTLMVFFGNVDSSGIKHNIFNPPIIARYIRLHPTHYSIRSTLRMELMGC 

1300 1325 1350 

DLNSCSMPLGMESKAISDAQITASSYFTl^FATWSPSKARLHLQGRSNAWRPQVNNPKEWLQVDFQKTMKVTGVT 

1375 1400 1425 

TQGVKSLLTSMYVKEFLISSSQDGHQWTLFFQNGKVKVFQGNQDSFTPWNSLDPPLLTRYLRIHPQSWVHQIAL 

1438 

RMEVLGCEAQDLY 



This Page is Inserted by IFW Indexing and Scanning 
Operations and is not part of the Official Record 

BEST AVAILABLE IMAGES 

Defective images within this document are accurate representations of the original 
documents submitted by the applicant. 

Defects in the images include but are not limited to the items checked: 

□ BLACKBORDERS 

^^IMAGE GUT OFF AT TOP, BOTTOM OR SIDES 

□ FADED TEXT OR DRAWING 

□ BLURRED OR ILLEGIBLE TEXT OR DRAWING 

□ SKEWED/SLANTED IMAGES 

^^ZiQoLOR OR BLACK AND WHITE PHOTOGRAPHS 

□ GRAY SCALE DOCUMENTS 

□ LINES OR MARKS ON ORIGINAL DOCUMENT 
^^LEFERENCE(S) OR EXHIBIT(S) SUBMITTED ARE POOR QUALITY 

□ OTHER: ■_ . . 

IMAGES ARE BEST AVAILABLE COPY. 
As rescanning these documents will not correct the image 
problems checked, please do not report these problems to 
the IFW Image Problem Mailbox. 



